The aim of the present study was to investigate risk factors for developing more severe pancreatitis, including moderately severe (MSAP) and severe acute pancreatitis (SAP), in patients admitted with mild acute pancreatitis (MAP).
Background
Acute pancreatitis (AP) involves sterile inflammatory responses, with complex pathophysiology. Initial local autodigestive inflammatory processes in the pancreas can progress to a systemic inflammatory response and multi-organ failure [1] . AP is now classified into mild acute pancreatitis (MAP), moderately severe acute pancreatitis (MSAP), and severe acute pancreatitis (SAP), according to the new Atlanta Classification of 2012 revision [2] . These definitions of severity are based on the presence or absence of persistent organ failure and local and systemic complications [2] . MAP usually resolves within several days to a week, often without mortality. MSAP resolves more slowly, and it may require interventions and longer hospitalization, with increased morbidity and mortality (<8%) [2, 3] . SAP is defined by persistent organ failure, and patients usually have 1 or more local and/or systemic complication. Patients with SAP are at a markedly increased risk (36-50%) of death [2] [3] [4] .
Previous data showed that about 15% of AP patients first admitted with MAP developed MSAP or SAP [5] . For such patients, the importance of an accurate, early prediction of severity cannot be overemphasized, as rapid identification and resuscitation of patients with impending MSAP or SAP are essential for a favorable outcome and increased chance of survival [6] . However, the mechanisms by which MAP develops into MSAP or SAP remain unclear and may involve many risk factors. Many isolated prognostic parameters and scoring systems have been developed to enable accurate and early prediction of MSAP or SAP [7, 8] . However, there is a lack of reports about risk factors for developing MSAP or SAP in patients admitted with MAP. We analyzed information from patients admitted with MAP to explore the risk factors for developing MSAP or SAP in patients admitted with MAP. Furthermore, we studied the outcomes of patients admitted with MAP who developed more severe pancreatitis.
Material and Methods

Patients
The study was conducted in our hospital from March 2013 to May 2016. The time interval from symptom onset to hospitalization was less than 48 hours. All enrolled patients in our study were MAP patients when admitted. The characteristics of patients, including sex, BMI, age, etiology, and other factors, were recorded in every patient at enrollment. Each enrolled patient was evaluated according to the Acute Physiology and Chronic Health Evaluation (APACHE-II scores) [9] and the Ranson scores [10] . An abdominal computed tomography (CT) scan was performed in every patient at enrollment. Progression of MAP to MSAP or SAP was recorded. Clinical outcomes, including death, hospital duration, and transfer to ICU, were recorded. Our study was approved by the Ethics Committee of the Second Affiliated Hospital of Wenzhou Medical University, and informed consent was obtained from every participant.
Diagnosis and classification of AP
The diagnosis of AP involved a combination of symptoms, physical examination, and focused laboratory values, with 2 of the following 3 features: 1) upper abdominal pain of acute onset often radiating through to the back, 2) serum amylase or lipase activity greater than 3 times normal, and 3) findings on cross-sectional abdominal imaging consistent with acute pancreatitis. Every patient in our study underwent pancreatic imaging. AP was divided into 3 degrees based on severity: mild, moderately severe, and severe acute pancreatitis, according to the Atlanta Classification 2012 revision [2, 11, 12] . Patients diagnosed with MAP had an absence of organ failure and local/systemic complications. Patients diagnosed with MSAP had transient organ failure/organ failure that resolved within 48 hours and/or local or systemic complications. Patients diagnosed with SAP had persistent single or multiple organ failure (>48 hours duration).
Measurement of visceral fat area (VFA)
In this study, all patients underwent an abdominal computed tomography (CT) scan. VFA was determined by a single scan at the level of the umbilicus (L3-L4), which corresponds with total abdominal fat with 99% accuracy [13] . The CT images were processed by Adobe Photoshop 7.0 software (Kansas, USA). Adipose tissue was determined by thresholds within the range of -140 to -50 Hounsfield units. Visceral obesity (VO) was defined as a VFA of >100 cm 2 [2, 14] .
Data collection
Both univariate and multivariate logistic regression analyses were performed. The factors included in the present investigation were age, sex, etiology, C-reactive protein (CRP), VFA, BMI, APACHE-II scores, serum amylase, serum calcium, blood glucose level on admission, whether this was the first episode of AP, and method of administration of octreotide. All these parameters were assessed on admission, and all the laboratory results were studied at the central laboratory of the Second Affiliated Hospital of Wenzhou Medical University. Hospital duration of stay, rate of transfer to ICU, and mortality were recorded to establish the prognosis of patients who developed MSAP or SAP.
Statistical analysis
Results are expressed as the median (interquartile range) unless stated otherwise. Categorical variables are described in absolute numbers and in percentages. Continuous variables were compared using the Mann-Whitney U test, and categorical data were analyzed with the chi-square test. To identify the risk factors for developing MSAP or SAP, several series of univariate logistic regression analyses using the 13 aforementioned indices were performed. Variables which were P<.10 and considered potentially clinically significant were included in the multivariate analysis, and a multiple logistic regression analysis was performed; P<.05 was considered significant. Data were analyzed with SPSS 17.0 for Windows (SPSS Inc., Chicago, IL).
Results
During the observational period, 602 patients admitted with MAP were recruited for this study (256 men and 346 women). Table 1 shows the demographic and clinical characteristics of these patients on admission. In the present study, MSAP or SAP developed in 74 patients (12.3%), of whom 52 patients developed MSAP and 22 patients developed SAP. Twenty-two patients who developed SAP had persistent organ failure, 14 of whom had single pulmonary or renal failure, 4 of whom had pulmonary and renal failure, and the other 4 of whom had pulmonary and coagulopathy failure. Most MSAP or SAP cases developed within the first 7 days after admission. The average time for developing more severe pancreatitis, including MSAP and SAP, in those admitted with MAP was 3.1±2.4 days after admission. Table 2 correlated well with the statistical results shown in Table 1 , which also suggested differences in these 5 parameters between patients who developed MSAP or SAP and patients who did not. Bringing these 5 significant variables by univariate analyses into the multiple logistic regression models, we proved 3 variables to be independent risk factors for developing MSAP or SAP: BMI (³25 kg/m 2 ), APACHE-II score (³5), and blood glucose level on admission (>11.1 mmol/L) ( Table 3) . Table 4 shows a variety of clinical variables with regard to the outcome of patients who developed more severe pancreatitis (MSAP or SAP). Results showed that patients who developed MSAP or SAP had longer hospital stay duration, higher mortality, and higher rate of ICU transfer when compared to patients who did not develop more severe pancreatitis (P<.05). Four of 602 patients died during hospitalization: 2 from major bleeding, and the other 2 from pancreatic necrosis with infection and consequent septic complications. The mortality rate of patients who developed MSAP or SAP was 5.4% (2/37), which is lower than the rates of around 30% reported in patients presenting with MSAP or SAP [3,4], indicating that this group of patients carried a better prognosis when compared with patients presenting with MSAP or SAP.
Discussion
In the present investigation, the incidence of more severe pancreatitis, including MSAP and SAP, developing from MAP was 12.3%, which was lower than that reported in previous studies [5] . Additionally, we began the evaluation of risk factors for developing more severe pancreatitis in patients admitted with MAP, and found 3 variables to be independent risk factors: BMI (³25 kg/m 2 ), APACHE-II score (³5), and blood glucose level on admission (>11.1 mmol/L). Our data also suggested that patients who developed MSAP or SAP had much longer hospital stays and higher rates of ICU transfer and mortality compared with those who did not.
However, the mechanisms of developing more severe pancreatitis in patients admitted with MAP remain unclear, and may involve many factors. Many isolated prognostic parameters and scoring systems have been developed to enable accurate and early prediction of MSAP or SAP [7, 8, 15] . In our study, one risk factor for developing MSAP or SAP was obesity, identified as BMI ³25 kg/m 2 , and several previous studies identified obesity as a risk factor for SAP [16] [17] [18] [19] . Obesity has been consistently associated with a complicated course, as shown by the increased risk that it confers for SAP [16] [17] [18] [19] . One explanation for the relationship between obesity and occurrence of SAP is that obese patients have a chronic pro-inflammatory state that may predispose them to mount a greater inflammatory response once AP occurs. This is evidenced by the increase in various fat-associated cytokines released from visceral adipose tissue in the body [17] . Interestingly, although BMI ³25 kg/m 2 was an independent risk factor for developing more severe pancreatitis in our study, VFA, a marker of visceral obesity, was not a risk factor in our study. Previous studies also found that VFA was not significantly different between cases with SAP and those with MAP [20] , which was in accordance with our study, but the underlying mechanisms require further research.
Another risk factor for developing MSAP or SAP was higher APACHE-II scores (³5). It has been reported that APACHE scores were correlated with the prognosis of SAP [21] , and APACHE-II scores were positively correlated with the severity of SAP and the rates of complications and mortality [21, 22] . In this study, we further proved that APACHE-II scores ³5 were significant risk factors for developing more severe pancreatitis in patients admitted with MAP.
It has also been reported that an elevated admission blood glucose level offered more prognostic information than Glasgow and APACHE-II scores [23] in gallstone pancreatitis. Our study also identified blood glucose level on admission (>11.1 mmol/L) as a risk factor for developing MSAP or SAP in patients admitted with MAP. Thus, special attention should be paid to MAP patients with a higher blood glucose level on admission, especially when more than 11.1 mmol/L, in regard to the risk of occurrence of more severe pancreatitis. Table 4 . Prognosis of patients who developed more severe pancreatitis or not.
P value: "Progression to MSAP or SAP group" versus "MAP only group".
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Serum calcium level was expected to be another significant risk factor for developing SAP. However, in the multivariate analysis serum calcium level failed to show an association with the occurrence of more severe pancreatitis. Calcium level has been used as a predictor of the severity of acute pancreatitis for quite a long time, and it was included in the Ranson criteria established in 1977 [8] . It is known that disturbances of intracellular calcium homeostasis, characterized by high cytosolic calcium concentration in the pancreatic acinar cells, are involved in the pathophysiology of the onset of acute pancreatitis [24] . Therefore, although serum calcium level on admission might be correlated with severity of AP on admission, it was not found to be a risk factor for progression to more severe pancreatitis in our study.
It has been reported that age was positively correlated with the prognosis of SAP [25] ; however, in this study we found that age was not a significant risk factor for developing more severe pancreatitis in patients admitted with MAP.
Finally, we explored the prognosis of patients who developed MSAP or SAP. The mortality rate in this group of patients was 5.4%, which is lower than the reported rate of about 30% for MSAP and SAP in general [25] , indicating that this group of patients still had a better prognosis when compared with patients presenting with MSAP or SAP.
There are several limitations in our study. First, it is a singlecenter study with a limited sample size, and the nonparametric test applied may bring some uncertainty to the conclusions. Another possible drawback of this study pertains to the lack of detailed monitoring of inflammatory factors, such as interleukin-6 (IL-6) and tumor necrosis factor alpha (TNF-a), which are thought to be helpful in the prediction of occurrence of SAP [26] .
In conclusion, we demonstrated that BMI (³25 kg/m 2 ), APACHE-II score (³5), and blood glucose level on admission (>11.1 mmol/L) were all significant risk factors for the development of more severe pancreatitis in patients admitted with MAP. Therefore, efforts should be made to ameliorate the effects of these factors on the progression of AP from MAP to MSAP or SAP. These factors should also be used in predicting the occurrence of more severe pancreatitis.
Conclusions
In this study, 602 patients with mild acute pancreatitis were included for evaluating risk factors for worsening of mild acute pancreatitis. Results showed that significant risk factors for developing MSAP or SAP in patients admitted with MAP included BMI (³25 kg/m 2 ), APACHE-II (³5), and blood glucose level on admission (>11.1 mmol/L). Our results may provide potential data for predicting the occurrence of more severe pancreatitis in patients admitted with MAP.
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